The use of convalescent plasma, a strategy of passive immunization that has been applied in the prevention and treatment of epidemic infections for more than 100 years \[[@bib0005]\], has been proposed and performed also during the recent COVID-19 pandemic \[[@bib0010]\]. Generally the convalescent plasma use during the Spanish influenza A (H1N1) pneumonia (pandemic of 1918--1920) has been reported as its first application \[[@bib0015], [@bib0020], [@bib0025], [@bib0030]\]. In fact, several studies conducted during this pandemic suggested that the convalescent plasma could be effective in reducing mortality risk, as later confirmed by the meta-analysis carried out by Luke et al. in 2006 \[[@bib0035]\], involving overall 1,703 patients from 8 suitable reports.

Actually, serotherapy from convalescent patients has been long used also before the Spanish influenza pandemic. For instance, it was tried as a medical treatment of acute paralysis in the 1916 New York outbreak of poliomyelitis \[[@bib0040]\]. Again in 1916, Nicolle and Conseil applied serotherapy to contain a small measles epidemic in Tunis \[[@bib0045]\]. In 1915 Hess used the same therapeutic option to treat mumps and prevent its testicular complications \[[@bib0050]\]. Finally, the Italian Francesco Cenci is credited to be the first to use convalescent serum as a therapeutic tool, to protect children exposed to measles infection \[[@bib0055]\].

It was possible to get the original article by Cenci \[[@bib0060]\], published in 1907 in an Italian pediatric journal ([Fig. 1](#fig0005){ref-type="fig"} ). The author was a public health doctor working in a small town of Central Italy near Perugia (Campello sul Clitunno, about 1,800 inhabitants in the early twentieth century \[[@bib0065]\]). Starting from the observation that, once cured of measles, it is very unlikely that a patient will fall ill a second time, and thus presuming the existence of some serum protective factor, during an epidemic outbreak in 1901 Cenci practiced a bloodletting of 600 mL to a 20-year old man, three weeks after recovery from measles. After blood coagulation, he collected serum in three sterilized tubes, adding a solution of phenic acid as a protective agent. The convalescent serum was then inoculated to four children aged between 4 and 8 years, who did not contract measles after this treatment, unlike their cohabitant siblings. It has to be noticed that, to ensure safety of the product, 60 h before administration to patients, a portion of serum was inoculated into the peritoneum of a rabbit and also into the arm of Cenci himself, without this causing general or local reactions.Fig. 1First page of the paper by Francesco Cenci, 1907 \[[@bib0060]\].Fig. 1

In these cases, however, human convalescent serum was successfully used as a prophylactic agent. This prophylactic application lasted several decades, as measles had a high mortality (6--7 %) in some populations \[[@bib0070]\].

In December 1906, there was another outbreak of measles in the Campello sul Clitunno area, with about forty sick children. Cenci successfully repeated prophylaxis through the convalescent serum inoculation. Moreover, in a child with a severe form of measles with pneumonia serotherapy made infection milder and duration of the disease shorter. This case unequivocally represents a therapeutic and not only prophylactic use of the convalescent serum, probably for the first time. As a matter of facts, Cenci reported that a similar treatment had been made on two children in 1900, in the Pediatric Clinic of Rome directed by Luigi Concetti \[[@bib0075]\], that was the first to use serotherapy against diphtheria in Italy, after the seminal studies by Emil Behring and Shibasaburo Kitasato \[[@bib0080]\]. Evidently, this therapeutic innovation was soon put into practice in an Italian suburban area, suggesting already then a good public health system. In fact, it may seem singular that this pioneering investigation was fully performed outside academic or research centres, and moreover in a deeply rural area of Italy, but it is well known that intuition and experimentalism at that time were typical of the whole medical class, which still breathed the cultural ground of the nineteenth century, namely a truly innovative period in the history of medicine.
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